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Claims 

1. Use of a Ciz 1 nucleotide or polypeptide sequence, or any fragment or variant 
thereof as a target for the identification of agents which modulate DNA replication. 

2. A screening method for the identification of agents which modulate DNA 
replication wherein the screening method comprises the use of Cizl nucleotide or 
polypeptide sequence or any fisgment or variant thereof 



10 3. The screening method according to claim 2 wherein said method comprises 
detecting or measuring the effect of an agent on a nucleic acid molecule selected from 
the groups consisting of: 

a) a nucleic acid molecule comprising a nucleic acid sequence represented in any 

of Figures 14, 15, or 21; 
15 b) a nucleic acid molecule which hybridises to tiie nucleic acid sequence in (a) 

and which has Cizl activity or activity of a variant thereof; 

c) a nucleic acid molecule which has a nucleic acid sequence which is degenerate 

because of the genetic code to the sequences in a) and b) and a candidate agent to 

be tested; 

20 d) a nucleic acid molecule derived from the genomic sequence at the Cizl locus 

or a nucleic acid molecule that hybridises to the genomic sequence. 
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4. The method according to claim 3 wherein said nucleic acid molecule is modified 
by deletion, substitution or addition of at least one nucleic acid residue of the nucleic 
acid sequence. 

5 5. nie screening method according to claim 2, wherein said method comprises one 
or more of the following steps: 

(i) forming a preparation comprising a polypeptide molecule, or an active fragment 
thereof, encoded by a nucleic acid molecule selected from the group consisting of: 

a) a nucleic acid molecule comprising a nucleic acid sequence represented in any 
10 of Figures 14, 15, or 21; 

b) a nucleic acid molecule which hybridizes to the nucleic acid sequence in (a) 
and which has Cizl activity or activity of a variant thereof; 

c) a nucleic acid molecule which has a nucleic acid sequence which is degenerate 
because of the genetic code to the sequences in a) and b) and a candidate agent to 

15 be tested; 

d) a nucleic acid molecule derived from the genomic sequence at the Cizl locus 
or a nucleic acid molecule that hybridises to the genomic sequence; and 

(ii) detecting or measuring the effect of the agent on the activity of said polypeptide. 

20 6. The method according to claim 5 wherein said polypeptide is modified by 
deletion, substitution or addition of at least one amino acid residue of the polypeptide 
sequence. 
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7. Ttemethodaccordmgto a.., of claims 3 » 6 wh^em sdd sor^ning meftod is . 

cell-based screening method. 

8. men»ttod.oo<«dingtocWm7wh«dnthecellnammBy«px^ 
5 polypeptide. 

9. Tie me&od according to claim 7 wherein fte cell is transfected wift a nucleic 
acidmolecule encoding Ciz 1 orafragm«.t or variant fliereoE 

10 10. Anagentidentificdbyttemethodofanyofctaimslto9. 



,1. An agent according to claim 10 wherein said agent is an antagonist of Cizl 
mediated DNA replication. 

,5 12. An agent according to claim 10 wherein said agent is an agonist of Cizl 
mediated DNA replication. 

13 . An agent according to any of claims 10 to 12 wherem s«d agent is selected ton 
fl,e gronp consisting of: polw-eptide or mK>leic acid probe; polypeptide; peptide; 
20 aptamer, chemical; antibody, nucleic acid. 

13. An agent according to claim 12 wherem said agent is an antibody molecule and 
binds to any of the sequences rq«esented by Figures 16, 17, or 20. 
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,4. An agent acoonling to data 12 wherein said agent is an anti-sense nucleic acid 
n^lecoleorRNAiwUchtodstoa^ithereby blocks <»inactiva..s.henjmAs«^^^^ 

of Cizl or any variant thereof. 

5 

15. An agent according to claim 14 wherein said agent binds to any part of tt.e 
siUustrated in Figures 14. 15.or21 orinpartCi)b-dofclaim3. 



A vector as a delivery means for delivering an antisense or an RNAi molecule to 



16. 

10 a cell. 



17. A vector according to claim 16 wherein the vector includes an expression 
cassette comprising fte nucleotide sequence selected from the group consisting of; 

a) the nucleic acid sequence which encodes Cizl anino acid sequence as shown 
inKgsH 15, and 21. 

b) anucleic acid molecule which hybridizes to the nucleic acid sequence of (a) ; 

c) a nucleic acid molecule which has a nucleic acid sequence which is degenerate 
because of the genetic code to the sequences in a) «.d b) and any sequence which 
is compltoentaiy to any of 4e above sequences; 

d) a nucleic acid sequence fl«t encodes Cizl pre-mRNA (i.e.. the genomic 
sequence), 
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5 



10 



A- t« rlaim 17 wherein the expression cassette is 
18. A vector accorduig to claim i/ 

transcriptionally Ihiked to a promoter sequence. 

19 A diagnostic method for the identification of proliferative disorders comprising 
detecting the presence or expression of the Ciz 1 gene. Cizl splice variants and 
mutations in the genomic or protem sequence thereof. 

20. A diagnostic method according to claim 19 wherein said me^od comprises one 
of more of the following steps: 

specificanybi^isapolypcptide^thCiz 1 activity or a nucleic add mol»ule 
encodingapolypcptidew&Ciz I activity; and 

(ii) detecting or measuring ti» binding of fte agent on aaid polypeptide or 
nucleic acid in said sample; 

(iii) use of revers^transcribed PCR or real-time PCR «> monitor Cizl and Ozl 
isoform expression and to measure expression levels. 

(iv) measuring flie presence of nucleic acid or amino-acid mutations based on 
altered conformational properties of die molecule. 



20 21. Useofa„age„tidentifiedbythemetl>odofanyofclaimslto9in 

withapham-aceuticauy acceptable carrier. excipientoraih«n...sapbarmaceutical 
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22. Use of an agent identified by the method of any of claims 1 to 9 for the 
manufecture of a medicament for use inihe treatment of proliferative disease. 

23. Use according to claim 22 wherein said proliferative disease is cancer. 

5 

24. Use according to claim 23 wherein said cancer is a paediatric cancer and is 
selected from the group consisting of; retinoblastoma, neuroblastoma. Burldtt 
lymphoma, medulloblastoma, Ewings Sarcoma family tumours (ESFTs), 

10 25. Use according to clahn 23 wherein the cancer is a carcinoma, adenocarcinoma, 
lymphoma or leukemia, 

26. Use according to claim 22 wherein the disease is liver, lung or skin cancer or 
metastasis. 

15 

27. A method to treat a proliferative disease comprising administering to an animal, 
anagentidentifiedby the method of any of claims 1 to 9. 

28. Use of an agent identified by the method of any of claims 1 to 9 for the 
20 manufacture of a medicament to slow cell division or growth. 

29. A kit comprising a diagnostic, prognostic or therapeutic agent identified by the 
method of any of claims 1 to 9. 
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